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DETAILED ACTION 
Claims 1-8, 23, 25 & 26 are currently pending in the instant application; of which 
Claims 1-7 are withdrawn and Claim 23 is amended. Claims 9-22 & 24 are cancelled. 

Response to Amendment 

The Declaration filed on 1 0/27/2006 under 37 CFR 1 . 1 31 is sufficient to 
overcome the Chalifour et al. reference. 

The objections to Claims 8, 25 & 26 are withdrawn per amendment to Claim 23. 

Allowable Subject Matter 
Claims 8 & 23 are allowed. The elected group from the Restriction Requirement 
10/14/2005 has been fully examined. Claims 1-7 remain withdrawn as drawn to 
elected invention; the restriction between Groups I and II is final. 

Claim Rejections - 35 USC § 112, 1 st Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 25 & 26 are rejected under 35 U.S.C. § 112, first paragraph, because the 
specification, while enabling for compositions of the amidine derivatives shown in Claim 
8, does not reasonably provide enablement for the treatment or prevention of an 
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amyloid-related disease. The specification does not enable any person skilled in the art 
to which it pertains, or with which it is most nearly connected, to make the invention 
commensurate in scope with these claims. 

As stated in the MPEP 2164.01(a), "There are many factors to be considered 
when determining whether there is sufficient evidence to support a determination that a 
disclosure does not satisfy the enablement requirement and whether any necessary 
experimentation is 'undue'." 

In re Wands, 8 USPQ2d 1400 (1988), discusses the following factors to be 
considered in determining whether a disclosure meets the enablement requirement of 
35 U.S.C. § 112, first paragraph: 

1. The nature of the invention; 

2. The state of the prior art; 

3. The predictability or lack thereof in the art; 

4. The amount of direction or guidance present; 

5. The presence or absence of working examples; 

6. The breadth of the claims; 

7. The quantity of experimentation needed; and 

8. The level of skill in the art. 

The nature of the invention 

Drug design is the approach of finding drugs by design, based on their biological 
targets. Typically a drug target is a key molecule involved in a particular metabolic or 
signalling pathway that is specific to a disease condition or pathology, or to the 
infectivity or survival of a microbial pathogen. Some approaches attempt to stop the 
functioning of the pathway in the diseased state by causing a key molecule to stop 
functioning. Drugs may be designed that bind to the active region and inhibit this key 
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molecule. However these drugs would also have to be designed in such a way as not to 
affect any other important molecules that may be similar in appearance to the key 
molecules. Other approaches may be to enhance the normal pathway by promoting 
specific molecules in the normal pathways that may have been affected in the diseased 
state. The structure of the drug molecule that can specifically interact with the 
biomolecules can be modeled using computational tools. These tools can allow a drug 
molecule to be constructed within the biomolecule using knowledge of its structure and 
the nature of its active site. Construction of the drug molecule can be made inside out or 
outside in depending on whether the core or the R-groups are chosen first. 

In the instant application, the nature of the invention is compounds and 
compositions (the amidine derivatives shown in Claim 8) for the treatment of an 
amyloid-related disease. The relevant biological mechanisms are discussed on page 4, 
lines 1-7. 

The state of the prior, and the predictability or lack thereof in the art 

Highly sophisticated tools for rational drug design still have not taken the 
unpredictability out of this complex art; it still requires trial and error experimentation. 
The state of the prior art, namely pharmacological art, involves screening in vitro and in 
vivo to determine if the compounds exhibit desired pharmacological activities, which are 
then tested for their efficacy on human beings. There is no absolute predictability even 
in view of the seemingly high level of skill in the art. The existence of these obstacles 
establishes that the contemporary knowledge in the art would prevent one of ordinary 
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skill in the art from accepting any therapeutic regimen on its face. The instant claimed 
invention is highly unpredictable as discussed below. 

It is noted that the pharmaceutical art is unpredictable, requiring each 
embodiment to be individually assessed for physiological activity. In re Fisher, 427 F.2d 
833, 839, 166 USPQ 18 (CCPA 1970) indicates that the more unpredictable an area is, 
the more specific enablement is necessary in order to satisfy the statute. 

In the instant case, the claimed invention is highly unpredictable since one skilled 
in the art would recognize that a group of compositions may provide a treatment for one 
or some amyloid-related diseases, but it does not mean that the same group of 
compositions may prevent any amyloid-related diseases or treat all amyloid-related 
diseases. Since these obstacles establishes that the contemporary knowledge in the 
art would prevent one of ordinary skill in the art from accepting any therapeutic regimen 
on its face, a substantial amount of biological data and correlative information is 
required to enable the skilled artisan to use the invention as claimed. 

The amount of direction or guidance present, and the presence or absence of 

working examples 

The amidine compounds (and compositions) disclosed in the instant application, 
in one embodiment "prevent or inhibit amyloid protein assembly into soluble fibrils 
which, in vivo, are deposited in various organs...", (page 4, lines 1-3). However, stated 
on page 2, lines 10-13 of the instant specification, "Once these amyloids have formed, 
there is no known, widely accepted therapy or treatment which significantly dissolves 



Application/Control Number: 10/763,953 Page 6 

Art Unit: 1626 

amyloid depostis in situ or that prevents further amyloid deposition. There is also no 
widely known or accepted therapy or treatment which prevents amyloid deposition from 
occurring." With this in mind, the specification would be expected to provide working 
examples establishing the claim that the compounds and compositions clamed therein 
are able to treat amyloid-related diseases via the biological pathways outlined on page 
4, lines 1-3. However, no working examples are present. 

The breadth of the claims 
Claim 25 encompasses an immense number of species, reciting "an amyloid- 
related disease". Claim 26 limits the genus to Alzheimer's disease, Down's syndrome, 
type II diabetes, Mild Cognitive Impairment, age-related macular degeneration, or 
cerebral amyloid angiopathy. Although limiting the genus to six species (diseases), the 
diseases of Claim 26 are drastically different such that no known pharmaceutical treats 
said diseases. 

The quantity of experimentation needed, and the level of skill in the art 
Claims 25 & 26 are drawn to "a pharmaceutical composition for the treatment or 
prevention of an amyloid-related disease." In order to prevent a disease, one would 
need to precisely identify those subjects likely to acquire such a disease, administer 
Applicant's claimed invention, and then demonstrate that if the identified subject did not 
develop the disease, such an effect was the direct result of administration of the claimed 
invention. In order to treat a disease, one would need to identify which species 
(composition) claimed herein has the desired effect as outlined for the biological 
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pathways outlined on page 4, lines 1-3, and further identify which species (specific 
disease) said composition is useful for treating via said pathway. 

Because of the aforementioned reasons, a person of skill in the art could not 
practice the claimed invention herein, or a person of skill in the art could practice the 
claimed invention herein only with undue experimentation and with no assurance of 
success. This rejection may be overcome by canceling Claims 25 & 26. 
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Telephone Inquiry 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jason M. Nolan, Ph.D. whose telephone number is 
(571) 272-4356 and electronic mail is Jason.Nolan(S)uspto.gov . The examiner can 
normally be reached on Mon - Fri (9:00 - 5:30PM). If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Joseph M c Kane can be 
reached on (571) 272-0699. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. Information regarding the status 
of an application may be obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications may be obtained from 
either Private PAIR or Public PAIR. Status information for unpublished applications is 
available through Private PAIR only. For more information about the PAIR system, see 
http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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